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^= (57 ) Abstract; Tlie present invention relates to a kind of compound of hydrophilic polymer - polycarboxyl oligopeptide and 
medicines represented by following formula: (I) Wherein P is hydrophilic polymer; m is a intergral number of from 2 to 12; j is 
a intergral number of from 1 to 6; R<sb>i</sb> is a group selected from group consisting of: H, C<sb>l-12</sb> alkyl, 
substituted aryl, aralkyl hcteroalkyl or substituted alkyl; X and Z is connective group; and TA is medicines molecule. The 
compound has no toxicity and can hold many medicines molecules, achieve increasing solubility, slow releasing, controlled 
releasing etc, objective, especially have obvious enrichment effect to antineoplastic medicines such as taxol, camptothecin etc. 
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^m^^m^j^^^^^^m^ ipsii. mm. 

«tSo ^\^m^m^, PEG Rm^^mY^ikuwmmmmmwEs^-^ 
u^-n^±^^^m3\jn^mm.m, peg m^m^^^Tmm'^^ 

PEG-intron® , -^a-^$fcm-^I^Z.-^fi<jfl^i^^^mmTH^fi<}ti 
^^^m^^H, nmMi}-^^^^mZ^=:-m (PECylation) it^ 



1 



wo 03/074586 



CT/CN03/00164 



^mMmmmzs~m-^Wsm'fmmm^^mo m 5824701 m 
5840900 ^mm^miixj^^m^m cni283643 mmt iitmm^mm'^^ 

m 5977163 m 6262107 ■^Hffl^fOUJl^^'ffl^^lJ CN1164533 -^JFJ— # 



mm 

o 

P X— (— NH CH C-)--Z TA 

I 

(CHR,)j 

c=o 



TA 



m;^2— 12 fitl^ife; 

1-6 mmwi; 
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TA ^mm^i'o 

So 
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m.z,=M (PEG), ^^mM^-paym^: 

H2 n 

m R Mm'^mn, r ^um^^ 1-6 ^mmi'mimmm'mm, 
tuwm^ Zsm. iE^m> ^n&> jets> ^rm. jExK^sKiEaSo 
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300—60000 m^m, n ^J^^^ 6~1300o 

^i^m^^, n ^ 28. 112 m 450, ^^mnM'i'^'^M^ 1325s 5000 
20000; a^®^fe^¥±^:^T*M^^iS^#-7nPi^6tl^^ PEG it 



n ^Tjs PEG 



ltfKjgM#-7Co ##^T»6tJ^^^ PEG it^ 



H-(— NH — CH C-)-OH 

(CHRi),. 

c=o 



. OH 



l-6^KJ«ife; 

^Ri^i^m^^H, RiRTWji'^w 1-12 ^mmTmimm'mm. 

$n¥S> Zx*. iEM«. #^«> iET*> #TS. iE>lft«^jEa^!M 
-^^IF^^. vfltt.SM^£. N-lt^P^^gT (NCA) vfe#o 

!MN-^»J^^fF (NCA) m^m-. 
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R2HC^ \ HaNCHRiCOO- ^ C C HN CHR,COOH 

Hi!»^y I 

\\ 
O 

i^^MMc^-^T^^'' ^m.T^^^' ^j^mmm-, ^^^mjb, m# 
^/>^^, m NCA mmmm^u^^m, m.mm.^p.'^mmMm^m 
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o 



P X— (— NH — CH C-)— Z TA 
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(CHRi)j 

c=o 



TA 



j mmwi; 

X ^mmm^, ^mMCn^i> (CH2)iOCO. (CH2)iNHCO> (CH2)iCO 
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. ^ DCC/DMAP 

R COOH + HO ^ ^ R COO- 

CH2CI2 

m'^^mmw^mM^^'^, m-pa, }^m. m^u 
:^Rmtfy^^^ 0.5 20%) m7&n^^^&i^^^M^M> ^ 
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MtSi'^^Mi Remington's Pharmaceutical Sciences, ^ IS M, (Mack 
Publishiiig Company; Easton, Pennsylvania, 1990)o ^t^M^» 

2 N, -N'-zim^WGMm&mmmm^ loo m^z^m^, mux 0.5 

m^m:^m^, r^M^=f-mo mi^j^^i^A 20 m^^7K:=M^^^, 
:^m^M7t7±mm^, ^m.mmmmmm'mm (o.im,pH5.5) 

^: 9.0 ^ (90% )o NMR (DMSO): 3.5 (br m, PEG 3.24 (s, 3 

4.45 (t, 2 2.82 (s, 4 ^a.)o 

0.6 ^^MM-IJi: (Glu-Glu) 50 (O.IM, pH 

7.4), :m^^4'^iP 4 5S±^^m$!j^6^¥«.»^Z^^©3^Jei5fcaZJK» 

mmm c^i^m^ 5000)0 ^^^MTti^# 6 ^m. m=:^M.^^^^ 3 
m 100 M9^^nm, i^^x^^Mo ^tj^rmTi^^^^-fei^^ 

'ftlo 3.6:^ (90%)o NMRPMSO): 3.5(brm,PEG4'fit]M.), 3.24 (s, 

3 ^a.), 4.41 (t, 2 ^a.), 2.32 (t, 4 4^M.)o 
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2 

Mz^r.m=:.^mMmm (2) mi^ 
^^m:^^%m 1 m^o so ^mzs=^w c^i^m^ 35,000) 
N, N'--^jfiWj^»#^si^^ 200 ^5^2,114', mwA 0.5 «54- 

m^m^. j^^M^=f-mo mwrmwA so m^^7K=:^m,^^^, ^ 
m^m^Ttmm^. mm^mmmmm.i!^mm. (o.im,pH5.5) mm-d^o 
nm^7mm¥i'f-m> j^mmz^wm^, i±mM^=f^o j^m-. 27.2 

3S (90%)o NMR(DMSO): 3.5 (br m, PEG ^'StlM), 4.45 (t, 4 ^M), 2.82 
(s, 8 4^a.)o 

0.1 ^^mM=:^^ (Giu-Giu) 20 m^-^m^WtB. ^£^^4" 

35ooo)o ^^^MT» 6 /hH!f, ^mm^mi^^o m^mm loo «?f- 

^: 4.2:^.(40%)o NMR (DMSO): 3.5 (br m, PEG4'fi<]^)» 4.41 (t, 4 
i^a.), 2.37 (s, 4 ^M.), 2.32(t,4-i^a.)o 

2 Bf^o 1.25 ^^mmm i 

H^Mm-lt. 0.7 ^^^m^ 0.1 3^ 4--^«M«kBS (DMAP) ^ 
^ 15 «51-^7X^E¥:^4', #^*P 0.2 a^^^^Mjg^ (DCC)o 

^^^m^^^T, ^Mj±^t^#Si3^o ^^mmmnm:^^^, 
miusom^nnm, 7tm, r^M^^^^o i^m-. i.e^ (8o%)» ^it^^: 

59— 62°Co 
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4 

4-z:^^M»tfcBS (DMAP) ^iF 20 SfF5e7K-^¥'J^4', ^» 0.15 

asa-iiEj^ (Dcc)= ^y^:&M^{^^T, :gia3l^»-SiS<. 

J^m-. 3.7^ (85%)o 61-64"Co 



^-^^Z^^JE® 3 0.7 3Sl^|?rM (Camptothecin) ^ 0.5 N 

-UTmm^-nm.m (Boc-giy), mmi^ lo m^^yK-u^-m^ , in 

A 0.62 iSzlif B^I^HMJ^ (DCC) SI 0.36 3^ 4-~Wmm.^Wc.^ 

(DMAP), :^MTm#a±^o 7±m^i:^mr±&^mw, msM^mm, 

mm ^$ij^)> 0.2 4-~^mm.»\tm (dmap) m^f- 30 
m^^TKum^m'^, nmin oa :^-i^Bs#-Mj^ cdcoo mm& 

15*54-1, 4--ftA5f^i?o 7±mm^uu, mm^m, ^.^mm^so 

^: 2.5 (80% )o j^^i 60-63 'Co 
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^m.^mz^=::^m^nM^skm^^mm^ (cinobufagin) 

^^ti (6) 

-Il¥*M.»ttB^ (DMAP) ^ 40 ^i^-if B^^ZlMJ^ (DCC)o ^ 

wp 100 m^^nWr j^^s^^i^o o.s % (6o%)o 

58— 80 "Co 

^mMM'Z:^^W^%WMl%'^-^^''^kW. (ClycyrrhetmicAcid) 

(7) 

%mm, mm^ 10 ^^"t-^n 0.2 m^-mmM. 

^^ntbus (DMAP)o ^mwp^^^yn.^m'W^ 12 /hs^, ^^^^^^ 

A^^j^o ^^i^^Rimjl^^i^^^T^^^lio J^^: 0.8 3^ (60% )o M^: 
60— 62"C o 

^mM'mZ^rM'^mMMX^^-'^^P^m (Scopoletin) 

(8) 

50 TOpA 0.70 0.1 :^ 
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^4-:r.^mU»^^ (DMAP) 0.82:^6<J— 51^aSfcMJ^ (DCC)o 
^^U^^, M^^fMo 4 5£ (80% )o llt;^: 58-6rCo 



^mmm 3 ^^^m^m'f- o.9%^7Kmm, nm 100 m^^wm^ 



o.9%ik7jc^?^ 



2^ 

100 
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P X— (— NH CH C—j—Z TA 
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(CHRi)j 

c=o 

I 

TA 

mjl2-12 4'a<J-4-^ifi:; 

Bo 

4> ^mm^smm^^^^, i^z^n^eti^^^^a^ 300- 
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60,000 o 



(CH2)iOCO. (CH2)iNHCO^ ^(CH2)iCO, W i 0-10 fitl^HJCo 



o 




TA 
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i3> tnum^^iom^m^-^m, mm^^u^mi^mm 
i4> iamm^ismmm^^m, mmmmm^m^mm 

o 

CH3O— fcHaCHzO-^^X h-S CH C-H Z PT 

CH2 

c=o 

i 

PT 

10-1200 mmWi', 
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i8> tammii^ 16 m^^m.^^. n^>^m^ 

19. -^mm^ 1-15 ^-m^t^^^^^M^^^'^^Mmo 
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CH3O — ^CH2CH20-^CH2CH20H 



n 




N O C O N 



HO — ^CH2CH20-)— CH2CH2OH ^ ^ 




n 



CH3O — (-CHaCHzO-) — CH2CH2--O C O N 



O 




n 

^ 6 




■C — O — ^CH2CH20-J CH2CH2— O C- 



O 

-CH2CH2— O — 

,n 

o 

o 




CH3O — hCHzCHaOH C— +-NH — CH — CH—OH 

n \ /m 



II . y — I |- 

H-f-NH CH c-)— OH n \ I / m 

' CH2 



(CHR,)j 

i=o P 

OH I 

^ OH 

HO-4-C CH — NHJ-C— O — hCH2CH20^ C— +-NH — CH — C-f- 



m\ I / " \ I /m 

CH2 



CH2 9*^2 

I (2) I 

o=c c=o 



OH OH 



m 1 
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CH30-(-CH2CH2-o)-5CH2CH2-0-C-(n-CH— cj^OH 



CH2 
CH2 

OH 



SOCI2 



CH2CI2 



o 
II 



CH30-(-CH2CH2-o)-5CH2CH2-0-C-(n-CH— c-^ci 



CH2 
CH2 

^o 

CI 



DMAP 



CH30-(-CH2CH2-0)-^CH2CH2-0-C-^N-CH-C-)^0 -tf-^^fil 



% ^COOH 




CH2 

<pH2 

c=o 

o — -a-^^fcsfe 
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CH30-(-CH2CH2-0}^CH2CH2-0-C-(n-CH-C^0H 



CH2 

CH2 

c=o 
f 

OH 




DCC 



CHaO-fCHaCHz-oJ-sCHaCHa-O-C-^N-CH-C-J^N 
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CH2 

c=o 
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